In the Claims 



1. (Originial) An ehhaiicmg agent for enhancing therapeutic or prophylactic effect of 
administering (a) renin-angiotensin system inhibitor(s) on (a) renal disease(s), comprising as an 
effective ingredient a prostaglandin I derivative represented by the Formula (I): 



E B 
[wherein is 

(A) COOR^, wherein R^ is 

hydrogen or a pharmaceutically aceeptable cation^ 

2) d-ei2 straight alkyi or C3-C14 branched alkyl, 

Z-R , wherein Z is eovalent bond, or strai ght or branched alkylene represented by CtH2t wherein t is 
an integer of 1 to 6, R^^ is C3-^Gi2 cycloalkyl or C3-C12 cycloalkyl substituted with 1 to 3 R'*(s) 
wherein R^ is hydrogen or Ci -G5 alkyl, 
-(dH2GH20)ri(SH3^^^ ft is an integer 6f 1 to 5, 

rZ'Ax^i wherein Z rispresents the same meam describe above, Ar^ is phenyl, oc-naphthyl, (3- 

iiaphthyl, 2-pyridyl, 3-pyridyl, 4-pyridyi, d-furyl, p-fiiryl, a-thienyl, P-thienylor siibstitutedphenyl 
(wherein the substituent(5) is(are) at least one of chlorine, brominej fluorine,aodine, trifluoromethyl, 
C1-C4 alkyl, nitro, cyario, methoxy, phenyl, phenoxy, p-acetamidebenzainide, -CH=N-NH-C(K))- 




.NH2, 



-NH-C(=0)-Ph, -NH.C(=0)-CH3 and -NH-C(=0)-NH2), 



-CtH2tC00R , wherein CtH2t and R irepresient the same meiamngs aS described above, 

4 4 

-CtH2iN(R )2, wherein CtH2t and R represent the same meanings as described above, 



-GHipR )-C-(=0)-R , wheifein R is hydrogen or benzoyl, and R is phenyl, p-bromdpheilyl, p- 
chlorophenyl, p-biphenyl, p-mtrophenyl, p-benzamidepheriyl or 2-naphthyl, 

-CpH2p-W-R^, wherein W is -CH=CH-, -CH=CR^- or -Cs wherein is hydrogen, C1-G30 

straight or branched alkyl or CittCsq aralfcyl, p is an integer of 1 to 5,, or 
10) -CH(CH20R^)2, wherein R^is C1-C30 alkyl or acyl, 
(B) -CH2OH, 

(G) -G(=0)N(R% , whefeinR^ is hydrQgOT^Ci -Gi2 straight alkyl, C3-CV2 bitched G3-C12 
cycloalkyi, G4-C13 cycloalkylalkylene, phenyl, substituted phenyl (wherein the definitions of the 
suhstituent(s) are the same as thqse described in (A) 5) nientipned above), C7-C12 aralkyl or tSQ2R'^ 
whefem r'^ is G'l-Cio al%l, Cj-Ci^vCyclodkyli phenyl, s 

of the substituent(s) is(are) thie saitfe as those desGribed iii (A) 5) meiitiGned $bpve), or C7-C12 
aralkyl, wherein the two R smay be the same or different, with the proviso that when one of them is 
-SOiR^^, the other is not -SOaR^ Vor 
(P) -GH20THP(^^ 
A is 

-(GH2)in^i 

-GH=CHrCH2-, 
-GH2-GH===CH-, 

-CH2-OCH2S 

-CH=CH-, 

-0-CH2-or 

7) -Cs G-, wherein m is an integer of 1 to 3, 

Y is hydrogen, Ci^C4 alkyl, chlorine, bromine, fluorine, formyl, hiethoxy or nitro^ 

B is rX-C(R")(R'^)OR'^, whereinR* ' is hydrogen or GrC4 alkyl, R.'^ is hydrogen. Ci-Qi^acyl, Cg- 

Ci5 aroyl, tettahydiwpyrany^;tetrahydr^ l-ethoxyethyl or t-biityl, 

Xis 



3 



-GH=CH- or 

t 

-G= 
R IS 

Ci -G 1 2 straight alkyl, C3-C14 brianched alkyl, 

2 2 
"Z^Ar , wherein Z represents the same meanings as described above,^Ar is pheayl, a^naphthylj 

naphthyi, ot phenyl substituted with at least one of chlorine^ bromine, fluorine, iodine^ 

trifiujoromethyl, ei-C4 a nitfo, cyand, methoxy, phenyl and phenoxy, 

-GtH2tOR^^, wherein GtH2t represents the same meanings as deseribed above, R^"^ is Gi-G^ straight 

alkyl, G3-C6 branched alkyl, phenyl, phenyl substituted with at least one of chlorine, bromine, 

fl,uorinejiodine,Mfluororaelhylj G 1 -C4 £d%l, mtro, cyano, meflipxy, phenyl or phenqxyr^substituted 

phenyl, cyclopeiityl, cyclohexyl, cyclopentyl substituted with 1 to 4 G1-C4 straight allq^l and 

cyclohexyl substituted with 1 to 4 G1-G4 straight alkyl, 

-Z-R , wherein Z and R represent the same meanings as mentioned above, 

^CtH2fCH=G^^^)R^^, wherein GtH2t represents the same meanings as mentioned above, R^^ and 

R^^ represent hydrogen, methyl, ethyl, propyl of butyl, or 

. 6) -GuH2u^C== C-R , wherein u is an intieger of 1 to 7, GuHiu is straight or branched allq^lene, 

17 

aindR is Gi-Gg sfraight alkyl, 

i8 * 18 2 2 

E is hydrogen or -OR , wherein R is Gi-Gi^ acyl, Gy-Gts aroyl or R (wherein R represents the 
same meanings as described above),, 

said formula includes d-isomers, 1-isomers and racemic compounds]. 

2. (Onginal) The eiihaacing agent according to claim 1, wherein in said Formula (I), 

R* isGOOR^ 

2 * 

wherein R is hydrogen of a phannaceutically aceeptable cation, 
Ais . 

1) -(CH2)n,- 

2) -CH2-CH=CH- 
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wherein in is to integer of. 1 to 3* 
Yishydrpgen^ 
Bis-X-C(R")(R'^OR", 

wherein r'^ and r'^ is hydrbg^^ . 

1) -g;h=€H' 

2) -Gs 

R'^is 
1) -Z-AT^ 
wherein 2 is covdent bond, or ^^^^ 
an infeger of 1 to 6, Ar is phenyl, a-napHthyl, p-napHthyl, oi^phe^^ 
chloiirie, bromin iodine^, tri^^ Qx-CA^alkyl^T^ 

pheaoxy^pr 

wherdn Z i^resents ttie samemeaniiigs as xJescribed above, is G3-C12 Gycloalkyl, or 

3) -CuH2u^C= C-R^^ 

whefdh u is an integer of 1 to 7,. CuH2u is stra^ or bfandaed aUcylene, and R^^ is Gi-Q: 
straight alkyl, 

said formula includes d-isomers, 1-isomers and racemic compounds. 

3. (Currently Amended) The eiAan^ing agent acM^ l,;whereinin saidFonnula(I), 

R is GOOR . and wherein. R ' is hydrogen or apharmaceuticaDy acceptable cation, 
A is -(GH2)m-, whef iein in is aii integer of 1 to 3, 
Y is hydrogen, 

B is -X-G(R^^)(R'^)OR^^ wherein R^^ andR^^ is hydrogen, 
Xis-CH^GH^, 

R is-CuH2u-G= C-R , wherein u is an integer of I to 7, GuH^^^ 
and r' is C 1 -C^ straight alkyl, 
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18 18 2 2 

E is hydrogeii or -QR , whereih R is R (wherein R represents the same meariirigs as digscribed 
above), 

said formula includes d-isomers, l-isbmers and racemic compounds. 

4. (Currently Amended) The enhancing agent according to claim 1 , wherein said prostaglandin 
I derivative is beraprost or a pharmaceutieally acceptable salt or ester thereof. 

5. (Currently Amended) The ehhancinig agent according to any on e of claims claim 1 te^, 
wherein said renin^angiotensin system inhibitor is an AGE inhibitor: 

6. (Originail) The enhancing agent according to claim 5, wherein isaid ACE inhibitor is selected 

s 

fioih the. group consisting of erialapril maleate, alacepril, delajpril, ramipril, captopril, lismopril, 
benazepril hydrochloride; libenzaprili qmnaprilat^ imidapril hydrochloride, zofenopril caiciiim, 
fdsinopril sodium, cilazapril, tembcapril hydrochloride, spirapril hydrochloride, perindopril 
erbumine, moexipril hydrochloride, trandolapril, eeronapril hydrate, utibapril, omapatrilat, 
Sampatrilat, and their pharmaceutieally acceptable salts. 

7. (Currently Amended) The enhancing agent according to any on e of cldimG claim 1 te-4, 
wherein said renin-angiotensin system inhibitory substance is a compound having antagonistic action 
against angiotensin II receptor. 

8. (Original) The enhancing agent according to claim 7, wherein said compound having 
antagonistic action against angiotensin H receptor is selected from the group consisting of losartan, 
eprosartan, candesartan cilexetil, valsartan, tehriisartan, iirbesaitan, tasosartan, ohnesartah 
medbxomil, iEXP-3l74, zolasairtan, sa:prisartan,. elisartari potassium, ripisairtan, rriilfasartim, 
forasartaa, embusartan, fonsartan, E4177, YM358, ICI-D8731, TAK-536, CL-329167, pomisartan, 
candesartan, and their pharmaceutieally acceptable salts. 

9. (Original) The enhancing agent according to claim 8, wherein, said compoimd having 
^tegonistic action againist Mgiptensin ll receptor is selected froni the gjroup corisisting of losartan, 
eprosartan, candesartan cilexetil, valsartan, telmisartan^ irbesartan, tasosartan, dknesartan 
medoxomil, EXP-3174, zolasartan, saprisartan, embusartai^, candesartan, and their phsumaceutically 
acceptable salts. 

10. (Currently Amended) The enhancing agent according to any ono of claims claim 1 te^, 
wherein said renal disease is diabetic nephropathy, glomenilpnephritis, interstitial nephritis, acute 
renal failure, or chronic reiial failure. 
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1 1 . (Original) The enhaiicmg agent accordinjg to claini 9, wherein said renal disease is chronic 
renal failure. 

12. (Gunrently Amended) ITie enhancing agent according to any one of claimG claim 1 te44r, 
wherein said eiffect of administering renin-angiotensin system inhibitor is th e e ffect to supproGG 
suppression of an elevation of serum creatinine with time during said renal disease(s). 

13. (Currently Amended) The enhancing agent according to any onb ()f claims claim 1 te44, 
wherein.said effect of admini substance is theeffoot to 
suppress supt)ression of a sequential decrease in the reciprocal of serum creatinine with tlifne. 

14. (CurTently Amended) The enhancing ag^t according to any one of claims claim 1 te44j 
wherein. said effect of administering reninrangiotehsin system inhibitor is th e efFoct to supprcMss 
suppression of a decrease in the glomerular filtration rate wth tim said renal dise^^^ 

15. j^iCun-en^ Am^^^^ A therapeutic or prophylactic ageiit for renal.disease, comprising as 
effective ingredients the agent according to any one of claims claim 1 te44 and a renin- 
angiotensin system inhibitor. 

16. (Currently Amended) A kit for therapy or prophylaxis for renal diseases, comprising 
separately the enhancing aigent according to iany on e of claims claim 1 te44, and adrugcontaining as 
an effective iii^edient a renin-angiotensin system inhibitor, wherein said kit is for admiiiistering ^e 
enhancing agent and the remn-angibteiisin system inhibitor at the same time or at different times. 

17. (Guitently Amended) A Method for enhancing therapeutic or prophylactic efiect of renin- 
angiotensin system inhibitor on renal disease, comprising administering the enhancing agent 
according to aay ono of doiffis claim 1 te44 to a patii^rit to Whom (a) rehnm-angiotensin system 
inhibitdr(s) is(are) adiriimstered. 

18. (Currently Amended) A method for treating or preventing a renal disease, comprising 
administering said therapeutic or prophylactic agent forrenal diseases according to claim 15, orthd 
drugs contain e d in thb ldt of th e rap e utio or prophylactic agents for rondl dis e asoo aooordin 

19. -20. (Cancelled) 

2 1 ; (New) A method for treating or preventing a renal disease comprising administering the 
dnigs contained in the kit of therapeutic or prophylactic agents for renal diseases accordiiig to claim 
16. 
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